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DETAILED ACTION 

Continued Examination Under 37 CFR 1.114 

1 . A request for continued examination under 37 CFR 1.114, including the fee set forth in 37 
CFR 1.17(e), was filed in this application after final rejection. Since this application is eligible for 
continued examination under 37 CFR 1.1 14, and the fee set forth in 37 CFR 1.17(e) has been timely 
paid, the finality of the previous Office action has been withdrawn pursuant to 37 CFR 1.1 14. 
Applicant's submission filed on October 3, 2008 has been entered. 

2. Claims land 4-33 were previously pending, with claims 4, 6, 7, 9, 11, 12, 14, 15, 18, 20 and 
22-29 withdrawn from consideration. Applicants amended claims 1 and 30. Claims 1, 5, 8, 10, 13, 
16, 17, 19, 21 and 30-33 will be examined. 

3. Applicants' amendments overcame the objection to claims 1, 5, 8, 10, 13, 16, 17, 19, 21, 31 
and 32; the rejection of claims 1, 10, 13, 16, 17, 19, 21 and 30-33 under 35 U.S.C. 102(b) as being 
anticipated by Wiesmuller et al. Applicants' indication of a support for the limitation "recombinant 
recombinase" obviated the rejection of claim 5 under 35 U.S.C. 1 12, first paragraph. All other 
previously presented rejections are maintained for reasons given in the "Response to Arguments" 
below. 

4. This office action contains new grounds for rejection. 

Response to Arguments 

5. Applicant's arguments filed September 6, 2008 have been fully considered but they are not 
persuasive. 

Regarding the rejection of claims 1, 5, 8, 10, 13, 16, 17 and 30-33 are rejected under 35 
U.S.C. 102(b) as being anticipated by Datta et al., Applicants argue that association of SV40 with 
histones requires a cell and that they do not teach or suggest forming an "exogenous" nucleosomal 
polynucleotide and delivery of such polynucleotide to a cell. 
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However, Datta et al. teach forming nucleosomal polynucleotides in vitro, since they teach 
reaction of the SV40 plasmid DNA with HeLa cell-free extracts, which contains all of the proteins 
originally present in the cell (see page 18019, paragraphs 8 and 9). Further, the claims do not 
require delivery of the nucleosomal polypeptide to a cell: all that is required by the claims is 
contacting the nucleosomal polynucleotide with a target nucleic acid. 

The rejection is maintained. 

Claim Interpretation 

6. Applicants described the term "nucleosomal polynucleotide" on page 8, paragraph [0025], 
as follows: 

'As used herein, a "nucleosomal polynucleotide" includes any nucleic acid associated with 
histone core proteins, or histone-like core proteins, forming a chromatin-like structure." Therefore, 
it is interpreted as any nucleic acid associated with histones or other proteins, as Applicants did not 
define the terms "histone-like core-proteins" or "chromatin-like structure". 

7. Applicants defined the term "exogenous nucleosomal polynucleotide" on page 10, [0030], as 
follows: 

"As used herein, an "exogenous nucleosomal polynucleotide" is a polynucleotide which is 
transferred into a target cell but which has not been replicated in that host cell;" 

8. Applicants defined the term "target nucleic acid sequence" on page 10, [0032], as follows: 
"As used herein, the term "target nucleic acid sequence" refers to polynucleotide sequences 

suitable for recombination with a nucleosomal polynucleotide." Therefore the term is interpreted as 
any nucleic acid sequence. 

9. Applicants defined the term "recombinase" on page 11, [0033], as follows: 
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'As used herein, "recombinase" refers to polypeptides having essentially all or most of the 
same functions, particularly the recombinase can: (i) properly bind to and position a nucleosomal 
polynucleotide to a homologous target and (ii) facilitate homologous recombination." 

10. Applicants did not define the term "isolated recombinase", therefore any recombinase that is 
not contained within live cells is considered to anticipate this term. 

1 1 . Applicants did not define the term "Rad5 1 associated activity", therefore it is interpreted as 
any recombinase activity. 

12. Applicants did not define the term "plasmid", therefore it is interpreted as any nucleic acid 
vector or virus. 

Claim Rejections - 35 USC § 112 

13. The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the subject 
matter which the applicant regards as his invention. 

14. Claims 1, 5, 8, 10, 13, 16, 17, 19, 21 and 30-33 are rejected under 35 U.S.C. 112, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the subject 
matter which applicant regards as the invention. 

A) Claims 1, 5, 8, 10, 13, 16, 17, 19, 21, 31 and 32 are indefinite in claim 1. Claim 1 is 
indefinite over the recitation of "recombinase comprising Rad51 associated activity". It is not clear 
what is encompassed by this term. For example, does a protein containing a fragment of Rad51 
protein have "Rad51 associated activity"? Or is it any recombinase? 

B) Claims 30 and 33 are indefinite in claim 30. Claim 30 is indefinite over the recitation of 
"recombinase comprising Rad51 associated activity". It is not clear what is encompassed by this 
term. For example, does a protein containing a fragment of Rad51 protein have "Rad51 associated 
activity"? Or is it any recombinase? 



Application/Control Number: 1 0/5 16,982 Page 5 

Art Unit: 1637 

C) Claim 32 is indefinite over the recitation of "wherein the proteins that promote chromatin 
formation are selected from the group consisting of ACF, NAP1, topoisomerase I, histones and any 
combinations thereof. Claim 32 depends from claim 1, which, in the first step of the method, 
requires contacting a polynucleotide with proteins that promote chromatin formation to generate a 
polynucleotide comprising histones. Therefore, it seems that contacting the polynucleotides with at 
least histones is required, otherwise the polynucleotide produced would not contain them. 
Therefore, it is not clear how contacting the polynucleotide with the ACF protein, for example, 
would produce polynucleotides containing histones. 

D) Claim 33 is indefinite over the recitation of "wherein the proteins that promote chromatin 
formation are selected from the group consisting of ACF, NAP1 , topoisomerase I, histones and any 
combinations thereof. Claim 33 depends from claim 30, which, in the first step of the method, 
requires contacting a polynucleotide with proteins that promote chromatin formation to generate a 
polynucleotide comprising core histones. Therefore, it seems that contacting the polynucleotides 
with at least core histones is required, otherwise the polynucleotide produced would not contain 
them. Therefore, it is not clear how contacting the polynucleotide with the ACF protein, for 
example, would produce polynucleotides containing core histones. 

Claim Rejections - 35 USC §102 

15. The following is a quotation of the appropriate paragraphs of 35 U.S. C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on sale in 
this country, more than one year prior to the date of application for patent in the United States. 

16. Claims 1, 5, 8, 10, 13, 16, 17, 19, 21 and 30-33 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Datta et al. (J. Biol. Chem., vol. 276, pp. 18018-18023, May 2001; cited in the 
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previous office action) as evidenced by Polisky et al. (PNAS USA, vol. 72, pp. 2895-2899, 1975; 
cited in the previous office action). 

Claims 1 and 30 will be considered together in claim 1, since it is a species of claim 30. 

Regarding claims 1 and 30, Datta et al. teach a method of promoting homologous 
recombination, the method comprising: 

Generating an exogeneous nucleosomal polynucleotide in vitro comprising (Abstract): 

contacting an isolated relaxed polynucleotide comprising a desired sequence to be 
recombined with proteins that promote chromatin formation to generate a nucleosomal 
polynucleotide comprising histones; contacting, under conditions that support homologous 
recombination, the exogenous polynucleotide with a target nucleic acid, wherein the target nucleic 
acid comprises a nucleotide sequence homologous to the nucleosomal polynucleotide; and 
contacting the nucleosomal polynucleotide and target nucleic acid with a recombinase comprising 
Rad51 associated activity (Datta et al. teach providing an SV40-based plasmid pSupFGl/G144C (= 
isolated polynucleotide) with a 40 bp fragment homologous to bp 121-160 of the supFGl-144 gene 
(page 18019, second and third paragraph; Fig. 1) and a donor oligonucleotide (= target nucleic acid) 
(page 18019, second and fourth paragraph; Fig. 1) under conditions which promote homologous 
recombination (page 18019, paragraphs 8 and 9; page 18020, second and third paragraph), where 
recombination in HeLa cell-free extracts is taught. As evidenced by Polisky et al. SV40 particles 
associate with histones (page 2895, paragraphs 2-4), therefore, by teaching SV40 plasmid in 
eukaryotic cell extract, Datta et al. inherently teach nucleosomal polynucleotides. Datta et al. teach 
Rad51 associated recombinase activity (page 18019, second paragraph; page 18020, 6 th 
paragraph).). 

Regarding claim 5, Datta et al. teach recombinase in a cell extract (page 18019, paragraphs 8 
and 9), therefore they teach isolated recombinase. 
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Regarding claim 8, Datta et al. teach recombination in a cell extract in vitro (page 18019, 
paragraphs 8 and 9). 

Regarding claim 10, Datta et al. teach exogenous target sequence (page 18019, fourth 
paragraph; Fig. 1). 

Regarding claim 13, Datta et al. teach a sequence coding for a supFGl-144 gene (Fig. 1). 

Regarding claims 16, 32 and 33, Datta et al. teach SV40-based plasmid within eukaryotic 
cell extract (page 18019, 9th paragraph). As evidenced also by Polisky et al. SV40 particles 
associate with histones in monkey cells (page 2895, paragraphs 2-4) and core histones (Abstract; 
page 2896, paragraphs 4-6). Therefore, by teaching SV40 plasmid within eukaryotic cells Datta et 
al. teach nucleosomal polynucleotide associated with core histones. 

Regarding claim 17, Datta et al. teach SV40-based plasmid (Fig. 1). 

Regarding claims 19, 21 and 31, Datta et al. teach that the polynucleotide contains a genetic 
mutation which alters the expression of tRNA gene (page 18019, last two paragraphs; page 18020, 
paragraphs 1-3; Fig. 1 and 2). 
17. No claims are allowed. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to TERESA E. STRZELECKA whose telephone number is (571)272-0789. The 
examiner can normally be reached on M-F (8:30-5:30). 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, 
Gary Benzion can be reached on (571) 272-0782. The fax phone number for the organization where 
this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR system, 
see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR system, 
contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would like 
assistance from a USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

Teresa E Strzelecka 
Primary Examiner 
Art Unit 1637 

/Teresa E Strzelecka/ 

Primary Examiner, Art Unit 1637 

December 22, 2008 



